NMR spectra [CDCl 3 (δ = 77.16 ppm) as internal standard] were recorded on Bruker (AC 500, AVIII 700) and JEOL (ECX 400, Eclipse 500) instruments in CDCl 3 solution.
Integrals are in accordance with assignments; coupling constants are given in Hz.
For detailed peak assignments 2D spectra were measured (COSY, HMQC, HMBC). 
General procedure 1 (GP1): Iodination of 1,2-oxazine derivatives 3
To a solution of 1,2-oxazine 3 (1 equiv) in DMF (4 mL/mmol 3) were successively added iodine (4 equiv) and pyridine (1 equiv) at 0 °C under argon atmosphere. The mixture was stirred for 3 h at room temperature and subsequently quenched with sat.
aq NaHCO 3 solution (10 mL/mmol 3). After extraction with CH 2 Cl 2 (3 × 15 mL/mmol 3) the combined organic phases were washed with sat. aq Na 2 S 2 O 3 solution and H 2 O (1 × 15 mL each/mmol 3) and subsequently dried (MgSO 4 ). After removal of the solvent under reduced pressure the crude product was purified by flash chromatography (hexanes/EtOAc).
S3 (3S,4'S)-2-Benzyl-3-(2',2'-dimethyl-1',3'-dioxolan-4'-yl)-5-iodo-4-methoxy-3,6-dihydro-2H-1,2-oxazine (syn-4a)
According to GP1, the reaction of syn-3a (1.86 g, 6.10 mmol), iodine (6.22 g, 24.5 mmol) and pyridine (0.490 g, 6.10 mmol) in DMF (25 mL) gave after flash chromatography (silica gel, hexanes/EtOAc, 4:1 to 2:1) syn-4a (2.30 g, 87%) as colorless oil.
[] D 
(3S,4'S)-2-Benzyl-4-benzyloxy-3-(2',2'-dimethyl-1',3'-dioxolan-4'-yl)-5-iodo-3,6-dihydro-2H-1,2-oxazine (syn-4b)
According to GP1, the reaction of syn-3b (0.500 g, 1.31 mmol), iodine ( 
(3S,4'S)-2-Benzyl-3-(2',2'-dimethyl-1',3'-dioxolan-4'-yl)-5-iodo-4-(trimethylsilylethoxy)-3,6-dihydro-2H-1,2-oxazine (syn-4c)
According to GP1, the reaction of syn-3c (0.391 g, 1.00 mmol), iodine (1.02 g, 4.00 mmol) and pyridine (0.079 g, 1.00 mmol) in DMF (4 mL) gave after flash chromatography (silica gel, hexanes/EtOAc, 4:1 to 1:1) syn-4c (0.284 g, 55%) as yellow oil.
[ General procedure 2 (GP2): Sonogashira coupling of 5-iodo-1,2-oxazines 4
In a heat-gun-dried and argon-flushed flask, 5-iodo-1,2-oxazine 4 (1 equiv), the corresponding alkyne (1.5 equiv), PdCl 2 (PPh 3 ) 2 (5-10 mol %), CuI (3-5 mol %), and Et 3 N (3 equiv) were dissolved in toluene (7-9 mL/mmol 4) and the reaction mixture was stirred at room temperature for 16 h. Then, the solvent was removed under reduced pressure and the residue was dissolved in EtOAc (10 mL/mmol 4), washed with water (10 mL/mmol 4) and dried (Na 2 SO 4 ). Purification of the crude product by column chromatography (silica gel, hexanes/EtOAc) afforded the 5-alkynyl- 
General procedure 3 (GP3): Heck reaction of 5-iodo-1,2-oxazines 4
A reaction flask containing 5-iodo-1,2-oxazine 4 (1 equiv) in DMF (2.5-4 mL/mmol 4) was degassed and filled with argon. LiCl (1.6 equiv) and Et 3 N (3 equiv) were added, followed by the corresponding acrylate (1.5 equiv). After stirring at 70 °C overnight, the mixture was taken up in EtOAc and H 2 O (20 mL/mmol 4). The aqueous layer was extracted with EtOAc (3 × 20 mL/mmol 4). The combined organic extracts were washed brine (20 mL/mmol 4), dried (Na 2 SO 4 ), filtered and concentrated to dryness.
The residue was purified by column chromatography (silica gel, hexanes/EtOAc) to afford the corresponding coupling product.
(E)-Methyl 3-[(3S,4'S)-2-Benzyl-3-(2',2'-dimethyl-1,3-dioxolan-4'-yl)-4-methoxy-

3,6-dihydro-2H-1,2-oxazin-5-yl]acrylate (syn-13)
According to GP3, the reaction of syn-4a (0.218 g, 0.503 mmol), methyl acrylate 12a (68 L, 0.755 mmol), Pd(OAc) 2 (7 mg, 0.03 mmol), LiCl (34.2 mg, 0.806 mmol), and NEt 3 (0.21 mL, 1.51 mmol), in DMF (2 mL) gave after column chromatography (silica gel, hexanes/EtOAc, 4:1) syn-13 (75 mg, 39%) as a yellow oil.
General procedure 4 (GP4): Suzuki coupling of 5-iodo-1,2-oxazines 4:
A reaction flask containing 5-iodo-1,2-oxazine 4 (1 equiv), PPh 3 (20 mol %), and Pd(OAc) 2 (5 mol %), was degased and filled with argon. DMF (5-10 mL/mmol 4) and K 2 CO 3 (1 equiv) were added, followed by the corresponding boronic acid (1.2 equiv).
S15
After stirring at 70 °C overnight, the mixture was diluted with H 2 O (10 mL/mmol 4) and extracted with EtOAc (3 × 15 mL/mmol 4). The combined organic extracts were washed with H 2 O (10 mL/mmol 4) and brine (10 mL/mmol 4), dried (Na 2 SO 4 ), filtered and concentrated to dryness. The residue was purified by column chromatography (silica gel, hexanes/EtOAc) to afford the corresponding coupling product. 
